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WARNING

AMPHETAMINES HAVE A HIGH
POTENTIAL FOR ABUSE. THEY

IN WEIGHT REDUCTION PRO-

WHOM ALTERNATIVE THERAPY
HAS BEEN INEFFECTIVE. AD-
MINISTRATION - OF AMPHETA-
MINES FOR PROLONGED PE-
RIODS OF TIME IN OBESITY MAY
* LEAD TO DRUG DEPENDENCE
. AND MUST BE AVOIDED. PAR-
TICULAR ATTENTION SHOULD
- BE PAID TO THE POSSIBILITY OF

AMINES FOR NON-THERAPEU-
TIC USE OR DISTRIBUTION TO
. OTHERS, AND THE DRUGS
.SHOULD BE PRESCRIBED OR
DISPENSED SPARINGLY.

DESCRIPTION

Benzedrine (amphetamine sulfate,
SK&F) is a racemic mixture of the dex-
tro and levo isomers of amphetamine
sulfate, a sympathomimetic amine of
the amphetamine group. Chemically,
amphetamine is d/-aipha-methylphen-
ethylamine, and is present in all forms
of ‘Benzedrine' as the neutral sulfate.

Spansule® sustained release cap-
sules—Each ‘Spansule’ sustained re-
lease capsule contains amphetamine
sulfate, 15 mg., so prepared that an
initial dose is released promptly and
the remaining medication is released
gradually over a prolonged period.

Tablets—Each tablet contains am-
phetamine sulfate, 5 mg. or 10 mg.

ACTIONS
Amphetamines are sympathomimetic
amineg with CNS stimulant “activity.

slmbaral ambimnn fnalooda Alacatine af

and weak bronchodilator and respira-
tory stimulant action.

There is neither specific evidence
which clearly establishes the mecha-
nism whereby amphetamines produce
mental and behavioral effects in chil-
dren, nor conclusive evidence re-
garding how these effects relate to the
condition of the central nervous
system.

Drugs of this class used in obesity are
commonly known as “anorectics’™ or
‘‘anorexigenics.” It has not been
established, however, that the action
of such drugs in treating obesity is pri-
marily one of appetite suppression.
Other central nervous system actions,
or metabolic effects, may be involved,
for examplie.

Adult obese subjects instructed in di-
etary management and treated with
‘‘anorectic’’ drugs lose more weight
on the average than those treated with
placebo and diet, as determined in
relatively short-term clinical trials.

The magnitude of increased weight
loss of drug-treated patients over pla-
cebo-treated patients is only a fraction
of a pound a week. The rate of weight
loss is greatest in the first weeks of
therapy for both drug and placebo sub-
jects and tends to decrease in suc-
ceeding weeks. The origins of the in-
creased weight loss due to the various
possible drug eflects are not estab-
lished. The amount of weight loss as-
sociated with the use ot an "‘anorec-
tic'" drug varies from ftrial to trial, and
the increased weight loss appears to
be related in part {o variables other
than the drug prescribed, such as the
physician-investigator, the population
treated, and the diet prescribed. Stud-
ies do not permit conclusions as to the
relative importance of the drug and
nondrug factors on weight loss.

The natura! history of obesity is mea-
sured in years, whereas the studies
cited are restricted to a few weeks’
duration; thus, the total impact of
drug-induced weight loss over that of
diet alone must be considered clini-
cally limited.

‘Benzedrine’ Spansulfe capsules are
formulated to release the active drug
substance in vivo in @ more gradual
fashion than the standard formulation,
as demonstrated by blood levels. The
formulation has not been shown supe-
rior in effectiveness over the same
dosage of the standard, noncon-
trolled-release formulations given in
divided doses.

INDICATIONS

Benzedrine (amphetamine sulfate,

SK&F) is indicated:

1. In Narcolepsy.

2. As an integral part of a totat treat-
ment program which typically in-
cludes other remedial measures
(psychological, educational, social)

fnr A ctakilivina affant in ~Ahildran

terized by the following group
of developmentally inappropriate
symptoms: moderate to severe dis-
tractibility, short attention span, hy-
peractivity, emotional lability, and
imputsivity. The diagnosis of this
syndrome should not be made with
finality when these symptoms are
only of comparatively recent origin.
Nonlocalizing (soft) neurological
signs, learning disability, and ab-
normal EEG may or may notbe preg..
ent, and a diagnosis of central n@
vous system dysfunction may @
may not be warranted. _-

3. In Exogenous Obesity, as a shos—
term (a few weeks) adjunct in a regi-
men of weight reduction based o
caloric restriction, for patients re-
fractory to aiternative therapy, e.g
repeated diets, group programs,.
and other drugs. The limited usefu~
ness of amphetamines (see AC-
TIONS) should be weighed against
possible risks inherent in use of the
drug, such as those described
below. o

CONTRAINDICATIONS

Advanced arteriosclerosis, sympto- -
matic cardiovascular disease, moder-
ate to severe hypertension, hyperthy-
roidism, known hypersensitivity or
idiosyncrasy to the sympathomimetic
amines, glaucoma.

Agitated states.

Patients with a history of drug abuse.

During or within 14 days following the
administration of monoamine oxidase
inl‘;it))itors (hypertensive crises may re-
sult).

WARNINGS

When tolerance to the ‘“‘anorectic’’ ef-
fect develops, the recommended dose
should not be exceeded in an atted?p,\\_

to increase the effect: rather, the dfegror—
should be discontinued. —

I
Amphetamines may impair the 3%‘_ by

of the patient to engage in poten
hazardous activities such as operating-
machinery or vehicles; the paﬁgn'
should therefore be cautioned acgdfd:
ingly. T
Drug Dependence: Amphetaréﬁfe’é
have been extensively abused.
ance, extreme psychological dbfen-
dence, and severe social disability
have occurred. There are repgris ‘of
patients who have increased th@ dos-
age to many times that recomfend-
ed. Abrupt cessation following pro-
longed high dosage administration
results in extreme fatigue and mental
depression; changes are also noted
on the sleep EEG.

Manifestations of chronic intoxication
with amphetamines include severe
dermatoses, marked insomnia, irrita-
bility, hyperactivity, and personality
changes. The most severe manifesta-
tion of chronic intoxication is psycho-
sis, often clinically indistinguishable
from schizoohrenia.
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pregnancy has not been established.
Reproduction studies in mammals at
high multiples of the human dose have
suggested both-an embyrotoxic and
teratogenic potential. Use of ampheta-
mines by women who are or who may
become pregnant, and, especially
those in the first trimester of preg-
nancy, requires that the potential
benefit be weighed against the possi-
ble hazard to mother and infant.
Usage in Children: Amphetamines
are not recommended for use as ano-
rectic agents in children under 12
years of age, or in children under 3
years of age with the behavioral syn-
drome described under INDICA-
TIONS.

Clinical experience suggests that in
psychotic children, administration of
amphetamines may exacerbate symp-
toms of behavior disturbance and
thought disorder.

Data are inadequate to determine
whether chronic administration of am-
phetamines may be associated with
growth inhibition; therefore, growth
should be monitored during treatment.

PRECAUTIONS

Caution is to be exercised in prescrib-
ing amphetamines for patients with
even mild hypertension.

Insulin requirements in diabetes mel-
litus may be altered in association
with the use of amphetamines and the
concomitant dietary regimen.
Amphetamines may decrease the hy-
potensive effect of guanethidine.

The least amount feasible should be
prescribed or dispensed at one time in
order to minimize the possibility of
overdosage.

Drug treatment is not indicated in all
cases of the behaviorai syndrome and
should be considered only in light of
the complete history and evaluation of
the child. The decision to prescribe
amphetamines should depend on the
physician's assessment of the chro-
nicity and severity of the child’s symp-
toms and their appropriateness for
his/her age. Prescription shouid not
depend solely on the presence of one
or more of the behavioral characteris-
tics.

When these symptoms are associated
with aclde stress reactions, treatment
with amphetamines is usually not indi-
cated.

Long-term effects of amphetamines in
children have not been well estab-
lished.

ADVERSE REACTIONS

Cardiovascuiar: Palpitation, tachycar-
dia, elevation of blood pressure. Cen-
tral nervous system: Overstimulation,
restlessness, dizziness, insomnia, eu-
phoria, dysphoria, tremor, headache;
rarely, psychotic episodes at recom-
mended doses. Gastrointestinal: Dry-
ness of the mouth, unpleasant taste,
diarrhea, constipation, other gastroin-
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testinal disturbances. Anorexia and
weight loss may occur as undesirable
effects when amphetamines are used
for other than the anorectic effect.
Allergic: Urticaria. Endocrine: Impo-
tence, changes in libido.

DOSAGE AND

ADMINISTRATION

Regardless of indication, ampheta-
mines should be administered at the
lowest ettective dosage and dosage
should be individually adjusted. Late
evening doses—particularly with the
'Spansule’ capsule form—should be
avoided because of the resulting in-
somnia.

Narcolepsy: Usual dose 5 to 60 milli-
grams per day in divided doses, de-
pending on the individual patient
response.

Narcolepsy seldom occurs in children
under 12 years of age; however, when
it does, Benzedrine (amphetamine sul-
fate, SK&F) may be used. The sug-
gested initial dose for patients aged
6-12 is 5 mgq. daily. daity dose may be
raised in increments of 5 mg. at week-
ly intervals until optimal response is
obtained. In patients 12 years of age
and oider, start with 10 mg. daily; daily
dosage may be raised in increments
of 10 mg. at weekly intervals until opti-
mal response is obtained. If bother-
some adverse reactions appear (e.g.,
insomnia or anorexia), dosage should
be reduced. ‘Spansule’ capsules may
be used for once-a-day dosage wher-
ever appropriate. With tablets, give
first dose on awakening; additional
doses (1 or 2) at intervals of 4 1o 6
hours.

Behavioral Syndrome in Children:
Not recommended for children under
3years of age.

In children from 3 to 5 years of age,
start with 2.5 mg. daily; daily dosage
may be raised in increments of 25
mg. at weekly intervals until optimal
response is obtained.

In children 6 years of age and older,
start with 5 mg. once or twice daily;
daily dosage may be raised in incre-
ments of 5 mg. at weekly intervals un-
til optimal response is obtained. Only
in rare cases will it be necessary 10 ex-
ceed a total of 40 miilligrams per day.
‘Spansule’ capsules may be used for
once-a-day dosage wherever appro-
priate.

With tablets, give first dose on awak-
ening: additional doses (1 or 2) at inter-
vals of 4 to 6 hours.

Where possible, drug administration
should be interrupted occasionally to
determine if there is a recurrence of
behavioral symptoms sutficient to re-
quire continued therapy.

Exogenous Obesity: Usual dosage is
one 15 mg. ‘Spansule’ capsule—or 2
if required—daily, taken in the morn-
ing, or up to 30 mg. daily by tablets,
taken in divided doses of 5 to 10 mg.
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30 to 60 minutes before meals. Not
recommended for this use in children
under 12 years of age.

OVERDOSAGE
SYMPTOMS—Manifestations of acute
overdosage with amphetamines in-
clude restlessness, tremor, hyperre-
fiexia, rapid respiration, contusion, as-
saultiveness, hatlucinations, panic
states.

Fatigue and depression usually follow

the central stimulation.

Cardiovascular effects include ar-
rhythmias, hypertension or hypoten-
sion and circulatory collapse. Gasiro-
intestinal symptorns include nausea,
vomiting, diarrhea, and abdominal
cramps. Fatal poisoning is usually pre-
ceded by convulsions and coma.
TREATMENT-——Management of acute
amphetamine infoxication is largely
symptomatic and includes gastric la-
vage and sedation with a barbiturate.
Experience with hemodialysis or peri-
toneal dialysis is inadequate to permit
recommendation in this regard. Acidi-
fication of the urine increases amphet-
amine excretion. if acute, severe hy-
pertension complicates amphetamine
overdosage, administration of intrave-
nous phentolamine {(Regitine®, CIBA}
has been suggested. However, a grad-
ual drop in blood pressure will usually
result when sufficient sedation has
been achieved.

Since much of the ‘Spansule’ capsule
medication is coated for gradual re-
lease, therapy directed at reversing
the effects of the ingested drug and at
supporting the patient shouid be con-
tinued for as long as overdosage
symptoms remain. Saline cathartics
are useful for hastening the evacua-
tion of pellets that have not already re-
leased medication.

HOW SUPPLIED

‘Spansule’ capsules—15mg., in bot-
ties of S0. Tablets—5 mg. and 10
mg., in bottles of 100.

' Smith Kfine &French Laboratories
Division of SmuthKline Corp.
Phiiadelphia, Pa. 19101
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wnamAP PRﬁVED

AMPHETAMINES HAVE A HIGH
POTENTIAL FOR ABUSE. THEY
SHOULD THUS BE TRIED ONLY
IN WEIGHT REDUCTION PRO-
GRAMS FOR PATIENTS IN WHOM
ALTERNATIVE THERAPY HAS
BEEN INEFFECTIVE, ADMINIS-
TRATION OF AMPHETAMINES
FOR PROLONGED PERIODS OF
TIME IN OBESITY MAY LEAD TO
DRUG DEPENDENCE AND MUST
BE AVQIDED. PARTICULAR
ATTENTION SHOULD BE PAID
TO THE PQOSSIBILITY OF SUB-
JECTS OBTAINING AMPHETA-
MINES FOR NON-THERAPEUTIC
USE OR DISTRIBUTION TO
OTHERS, AND THE DRUGS
SHOULD BE PRESCRIBED OR
DISPENSED SPARINGLY.

DESCRIPTION

Benzedrine (amphetamine suifate,
SK&F) is a racemic mixture of the
dextro and levo isomers of ampheta-
mine sulfate, a sympathomimetic
amine of the amphetamine group.
Chemically, amphetamine is ¢/-alpha-
methylphenethylamine, andis present
in all forms of ‘Benzedrine' as the
neutrat sulfate,

Spansule?® sustained release cap-
sules—Each ‘Spansule’ sustained re-
lease capsule contains amphetamine
sulfate, 15 mg., so prepared that an
initial dose is released promptly and
the remaining medication is released
gradually over a prolonged period.

Tablets—Each tablet confains am-
phetamine suifate, 5 mg. or 10 mg.

ACTIONS

Amphetamines are sympathomimetic
amines with CNS stimulant activity.
Peripheral actions include elevatjon of
systolic and diastolic blood pressures
and weak bronchodilator and respira-
tory stimulant.action.
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Drugs of this class used in obesity are
commonly known as ‘‘anorectics’’ or
“‘anorexigenics.” It has not been
established, however, that the action
of such drugs in treating obesity is
primarily one of appetite suppression.
Other central nervous system actions,
or metabotic effects, may be involved,
for example.

Adult obese subjects instructed in di-
etary management and treated with
‘‘anorectic’’ drugs lose more weight
on the average than those treated with
placebo and diet, as determined in
relatively short-term clinical trials.

The magnitude of increased weight

loss g-treated patients over
lage ated patients is only a frac-
Eor‘a of a pound a week. The rate of

weight loss is greatest in the first
weeks of therapy for both drug and
placebo subjects and tends to de-
crease in succeeding weeks. The ori-
i H ed weight loss due
ible drug effects are
not established. The amount of weight
loss associated with the use of an
“anorectic" drug varies from trial to
trial, and the increased weight loss
appears to be related in part to vari-
ables other than the drug prescribed,
such as the physician-investigator, the
population treated, and the diet pre-
scribed, Studies do not permit con-
clusions as to the relative importance
of the drug and nondrug factors on
weight loss.

The natural history of obesity is mea-
sured in years, whereas the studies
cited are restricted to a few weeks'
duration; thus, the totalimpactof drug-
induced weight loss over that of diet
alone must be considered clinically
limited.

‘Benzedrine' Spansule capsutes are
formulated to release the active drug
substance in vivo in a more gradual
fashionthan the standard formulation,
as demonstrated by blood levels. The
formulation has not been shown supe-
rior in effectiveness over the same
dosage of the standard, noncontrolted-
release formulations given in divided
doses.

INDICATIONS
Narcolepsy.

Minimal Brain Dysfunctionin Chil-
dren, as adjunctive therapy to other
remediai measures (psychological,
educational, social).

Special Diagnostic Considerations:
Special etiology of minimal brain dys-
function (MBD) is unknown, and there
is no single diagnostic test. Adequate
diagnosis requires the use not only of
medical but of special psychological,
educational, and social resources.

The characteristic signs most often
observed are chronic history of short
attention span, distractibility, emo-
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tional lability, impulsivity, moderate
to severe hyperactivity, minor neu-
rological signs and abnormel EEG,

Learning disabilities may or may not
be present. The diagnosis of MBD
must be based upon a complete
history and evaluation of the child
and not solely on the presence of ane
or more of these signs.

Drug treatment is not indicated for all
children with MBD. Appropriate
educational placement is essential
and psychological or social .interven-
tion may be necessary.When remedial
measures alone are insufficient,
the decision to prescribe stimulant
medication will depend upon the
physician's assessment of the chro-
nicity and severity of the child's
symptoms.

Drug treatmentis not intended for use
in the child whose hyperactivity is due
to environmental factors and/or pri-
mary psychiatric disorders.

Exogenous Obesity, as a short-term
(a few weeks) adjunct in a regimen of
weight reduction based on caloric re-
striction, for patients refractory to
alternative therapy, e.g., repeated
diets, group programs, and other
drugs. The limited usefulness of am-
phetamines (see ACTIONS) should be
weighed against possible risks in-
herent in use of the drug, such as
those described below.

CONTRAINDICATIONS
Advanced arteriosclerosis, sympto-
matic cardiovascular disease, moder-
ate to severe hypertension, hyperthy-
roidism, known hypersensitivity or
idiosyncrasy to the sympathomimetic
amines, glaucoma.

Agitated states.
Patients with a history of drug abuse.

During or within 14 days following the
administration of monoamine oxidase
inhibitors (hypertensive ¢crises may re-
sult).

WARNINGS

When tolerance to the ‘‘anorectic”
effect devetops, the recommended
dose should not be exceeded in an
attempt to increase the effect; rather,

" the drug should be discontinued.

Amphetamines may impair the ability
of the patient to engage in potentialty
hazardous activities such as operating
machinery or vehicles; the patient
should therefore be cautioned ac-
cordingly.

Drug Dependence: Amphetamines
have been extensively abused. Toler-
ance, extreme psychological depen-
dence, and severe social disability
have occurred. There are reports of
patients who have increased the dos-
age to many times that recommended.
Abrupt cessation following prolonged
high dosage administration results in
extreme fatigue and mental depres-
sion; changes are also noted on the
sleep EEG.
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